Abstract Sweden received about 5 % of the total release of 137 Cs from the Chernobyl nuclear power plant accident in 1986.
Introduction
It is disputed whether cancer from ionizing radiation can be detected in epidemiological studies on cohorts exposed to radioactive releases from the Chernobyl nuclear power plant accident, outside the former Union of Soviet Socialist Republics (USSR). The main argument is that the low doses associated with those releases represent a tiny contribution to the total risk of developing cancer, and thereby is obscured by several other more prominent non-radiation risk factors for cancer.
In April 26th 1986 an accident occurred at the Chernobyl nuclear power plant in Ukraine, USSR, and a large amount of radioactive material was released with the highest ground deposition of nuclides in Belarus, Russia and Ukraine. In Belarus an increase in thyroid cancer incidence in children was seen in 1990, that later was confirmed to be related to the Chernobyl nuclear power plant accident (UNSCEAR 2000 ). An overall evaluation by an expert group assigned by the WHO has concluded that apart from the large increase in the thyroid cancer incidence, there is no clearly demonstrated radiation-related increased cancer risk in the former USSR (Cardis et al. 2006) .
Sweden received a relatively large amount of the total radioactive fallout (about 5 % of the total released 137 Cs) from the Chernobyl nuclear power plant accident (Mattsson and Moberg 1991) . The main contributors to the dose rate in the first weeks were short-lived nuclides, later replaced by the long-lived 134 Cs and 137 Cs. The average dose rate to the Swedish population has been estimated to less than 0.1 mSv per year, but certain risk groups such as reindeer herders could have received an annual dose of 1-2 mSv per year following the accident (Moberg and Reizenstein 1993) . According to the same report an estimated 300 extra cases of cancer deaths could be attributed to the fallout in Sweden during 50 years after the Chernobyl nuclear power plant accident if the linear-nothreshold (LNT) hypothesis is applied. This number compares to about 1 million spontaneous cancer deaths that are expected to occur among the Swedish population in 50 years (based on current spontaneous cancer rates), due to reasons other than exposure to the Chernobyl fallout. The average received dose from the Chernobyl fallout in Sweden is less than the dose from the terrestrial gamma radiation (estimated to be 1-5 mSv per year) and cosmic radiation (\0.5 mSv per year) (Andersson et al. 2007 ). Nevertheless, there has been a public concern, especially in the regions in Sweden with the highest fallout, and also awareness among authorities, that the accident might have some health impacts on the population. Therefore, a food regulation program was introduced in 1986 with a maximum allowed activity in food sold to the public of 300 Bq 137 Cs per kilogram to keep the dose from food intake below 1 mSv per year. In 1987 a new limit of 1,500 Bq per kilogram was introduced for game and reindeer meat, wild berries, mushrooms, fresh water fish and nuts sold to the public (Persson and Prethun 2002) .
A long latency period between the exposure of ionizing radiation and the development of cancer makes the contribution of other risk factors more prominent, such as life-style, food habits or chemical exposure. Age is the most important personal risk factor associated with cancer and therefore regional differences in age distribution can sometimes explain spatial differences in cancer incidence. In Sweden there is a well-known secular trend, with crude rates of total cancer incidence in Sweden increasing about 2 % each year in the last decades (SCB 2012; EpC 2012) . Hypothetically, a trend shift could be expected in the population if the radiation dose influenced the cancer incidence after a latency period of less than 5 years for leukemia and 10-20 years for solid tumors (BEIR VII 2006) . However, it might be misleading to use specific time-windows for latency periods of radiation-induced cancer when exposure from contaminated ground is present for decades, in contrast to a situation with an acute single exposure. Note that after 5 years, and only taking the physical decay into consideration, the physical activity of 137 Cs is still 85 % of the initial activity in some contaminated soil and, to some extent present in the foodstuffs. Moreover, the knowledge of latency periods is mainly based on one short-term exposure of the Life Span Study (LSS) cohort of atomic bomb survivors in Japan (Preston et al. 2007; Richardson et al. 2009 ). According to a previous epidemiological study, an early increase in the incidence of total cancer related to the fallout of 137 Cs was noticed in Sweden already a few years after the Chernobyl nuclear power plant accident, suggesting an early promoting effect (Tondel et al. 2006) . Therefore, with the large range of different latency periods for different cancers and the prolonged exposure, together with earlier epidemiological findings, we chose to omit the presentation of different time-windows. Instead, only one follow-up period was used in the present study protocol.
In a previous epidemiological study 1,278 incident cases of cancer could be calculated as attributed to the fallout in Sweden during a follow-up period from 1988 to 1999, unexpectedly high taking the low dose and the short latency period into account (Tondel et al. 2006) . A similar study has been performed in Finland showing no association between cancer incidence and fallout of 137 Cs when comparing the cancer incidence before (1981) (1982) (1983) (1984) (1985) and after (1988) (1989) (1990) (1991) (1992) (1993) (1994) (1995) (1996) (1997) (1998) (1999) (2000) (2001) (2002) (2003) (2004) (2005) (2006) (2007) ) the Chernobyl nuclear power plant accident (Kurttio et al. 2013 ).
The present study was restricted to those counties with the highest fallout of 137 Cs in Sweden, but it also included less exposed counties serving as reference areas. This restriction can also be justified to obtain a somewhat more homogeneous population regarding trades, life-style, hospital admission and the environment, by excluding larger urban and agricultural areas in the south of Sweden. In the present paper the term cancer is used, equivalently to malignancies (including leukemia).
As a proxy for the absorbed dose the ground deposition of 137 Cs is used in the present paper, and the assumption that individuals living in more contaminated areas receive higher doses, both regarding external radiation dose from the ground and internal dose from locally produced contaminated food.
The main hypothesis of the present study was that an exposure-response in cancer incidence could be identified after the Chernobyl nuclear power plant accident, but it should also be explored whether such response could be influenced by ecological bias through aggregation of data on different geographical levels: parish, municipality or county. Thus, an ecological study design was chosen, with 137 Cs exposure at group level in association with cancer at the individual level. Furthermore, the pre-Chernobyl regional differences in cancer incidence should be studied, to investigate if such regional differences were present before the accident in 1986, hence acting as a potential confounding factor.
Materials and methods

Study design
The study design is partial ecological with cross-level analysis of cancer incidence on the individual level and environmental exposure assessment (calculated average deposition of 137 Cs) on a group level: county, municipality and parish, respectively. A comparison of the cancer incidence before and after the Chernobyl nuclear power plant accident (April 26th 1986, with fallout reaching Sweden on April 28th) was made by creating two closed cohorts, before and after the accident. Both cohorts consisted of the population in the nine northernmost out of totally 21 counties in Sweden: Norrbotten, Västerbotten, Jämtland, Västernorrland, Gävleborg, Dalarna, Västmanland, Uppsala and Södermanland (2.2 million people in 1986). Personal identification numbers of the population in the two cohorts were retrieved from the National Archives of Sweden. The two closed cohorts were defined as subjects alive any time from January 1st to December 31th in 1980 for the pre-Chernobyl cohort and from April 28th to December 31st 1986 for the post-Chernobyl cohort. The start of the follow-up period of cancer incidence was January 1st 1980 for the pre-Chernobyl cohort and April 28th 1986 for the post-Chernobyl cohort. The follow-up period ended December 31st 1985 (up to 6 years) for the preChernobyl cohort and December 31st 2009 (up to 23.7 years) for the post-Chernobyl cohort.
Number of person-years was calculated for each subject of the two cohorts until the first diagnosis of cancer and censored by the date of death or the end of the follow-up periods, respectively.
Cancer cases
All cases of cancer (ICD-7 code 140-209) with the date of diagnosis and the date of deaths (all causes) were retrieved from the start of the registry at the National Board of Health and Welfare from January 1st 1958 to December 31st 2009. In total 368,244 cases of cancer were identified. Subjects with a diagnosis of cancer prior to start of the follow-up periods were excluded from the cohorts, and in cases of multiple cancer diagnoses only the first diagnosis of cancer was considered during the follow-up period, since multiple cancers in each subject might not be independent events.
Exposure to 137 Cs
Data of the surface-weighted average deposition of 137 Cs for each county (n = 9), municipality (n = 95) and parish (n = 612) were received from the Swedish Radiation Safety Authority and ranged from 2 to 28; 2 to 58; and 1 to 85 kBq/m 2 , respectively, excluding water areas when calculating these averages. The areas with the lowest fallout in 1986 were used as the reference category (B2.6 kBq/m 2 ) for both the period 1980-1985 and 1986-2009 . By assignment from the Swedish Radiation Safety Authority, the Geological Survey of Sweden had performed yearly aerial gamma-radiation measurements of Sweden (gammaspectrum of 137 Cs, by a special equipped Cessna 240 flying at a height of 30 or 60 m above the ground with a line spacing of 200-5,000 m). These measurements were stored in a database with results given in kBq/m 2 of 137 Cs in a 200 9 200 meter grid map backdated to May 1st 1986 (in total 9.9 million measurement points) and provided to the Swedish Radiation Safety Authority for calculation of county, municipality and parish averages, respectively. In order to test if an exposure-response pattern existed prior to the Chernobyl nuclear power plant accident in 1986, the same surface-weighted value for each parish, municipality and county was used for both the 1980 cohort and 1986 cohort. This means that a fictive fallout map was applied for the 1980 cohort, using the map from May 1st 1986 when classifying the exposure for the subjects in both cohorts.
Statistical methods
The annual population for each county was retrieved from Statistics Sweden (SCB 2012) while the annual number of total cancer cases was retrieved from the National Board of Health and Welfare (Cancer incidence in Sweden -2011 Sweden - 2012 . Time trend analyses of age standardized cancer incidence during the study period were made by the annual average percent change (AAPC) method using Joinpoint Regression Program, Version 4.0.4. May 2013; Statistical Research and Applications Branch, National Cancer Institute (Kim et al. 2000) . The Swedish standard population from year 2000 in 5 years age categories, was used for the age standardized total cancer incidence.
Poisson regression was used to follow the incidence rates over time. Due to the overestimation of error for the estimated relative risk or incidence rate ratio (IRR), with the lowest exposure category as a reference category, (B2.6 kBq/m 2 ), the Poisson regression was adjusted by using a procedure known as sandwich estimation (Royall 1986 ). Five exposure categories were created based on the average county deposition of 137 Cs in order to analyze a possible exposure response pattern. The same exposure categories were also applied for municipalities and parishes. Stratified on gender the age-adjusted cancer incidence rate ratios were calculated for the three geographical levels separately. A possible ecological bias from geographical exposure misclassification was visualized by comparing sigma-u values for the three geographical levels: county (n = 9), municipality (n = 95) and parish level (n = 612). Sigma-u is the variance of the residuals of the IRR at each geographic level. A higher variance is interpreted as a higher degree of explanation of the IRR at that geographical level.
All calculations were performed by using SAS version 9.3 (SAS Institute Inc., Cary, NC) and Stata version 13.0 (StataCorp LP, College Station, Texas, USA).
Results
Descriptive data of the number of individuals, number of cancer cases and person-years and of cancer cases for the pre-(1980) and the post-Chernobyl (1986) cohorts are presented in Table 1 . For the 1986 cohort the mean age with standard deviation at inclusion was 38 ± 23 years for males and 40 ± 24 years of age for females. An overall age at the end of follow-up period (31st December, 2009) for males was 58 ± 19 years and for females 60 ± 20 years of age.
The age-standardized total cancer incidence per 100,000 (males and females, separately) from 1980 to 2009 in the study population and the general population is presented in Fig. 1 with trends in Table 2 . The joinpoint regression resulted in a three point model for males and a one point model for females. For males a significant annual percent change was found for the period 1997-2004 in the general population and for the periods 1980-2000, but also 2000-2004 in the study population. For females significant changes were found for the periods 1980-2000 and 2000-2009 in the general population. In the female study population there were non-significant changes during 1980-1985 but a significant change . For the whole study period females had a significant AAPC in both general-and study populations (AAPC = 0.6; 0.5-0.7 resp. AAPC = 0.3; 0.2-0.5), but for males only a significant change in the general population (AAPC = 0.7; 0.3-1.1) was found, and not in the study population (AAPC = 0.5; -0.2 to 1.2).
Analysis in terms of the five exposure categories could not reveal any obvious exposure-response pattern in agestandardized cancer incidence rate ratios, neither in the pre- (1980) (1981) (1982) (1983) (1984) (1985) , nor in the post-Chernobyl (1986-2009) follow-up periods (Table 3 ). The reference region (B2.6 kBq/ m 2 ) had the lowest cancer incidence rate both before and after 1986 for both genders. In the highest exposure category (C28.4 kBq/m 2 ) the cancer IRR decreased for males after the Chernobyl nuclear power plant accident compared to before at county, municipality and parish level. In contrary, for females there were increased IRR at all exposure categories comparing the two cohorts 1980 and 1986, respectively (except in one category; 6.6-14.0 kBq/m 2 at municipality level). Sub-analyses of IRRs among two specific radiation sensitive malignancies, thyroid cancer and leukemia, and among children aged 0-20 years, did not reveal any exposure-response patterns (data not shown).
An increased resolution in exposure assessment from nine areas (county level); to 95 areas (municipality level), or to 612 areas (parish level) did not reveal any apparent differences in exposure-response pattern (Table 3) . Sigmau increased for both males and females (from 4 to 8 % and from 2 to 5 %, respectively) in the post-Chernobyl followup period ) when the geographical exposure resolution increased from nine counties to 612 parishes (Table 3) .
Discussion
There is a tendency for a secular trend with an increase in age-standardized incidence of total cancer from 1980 to 2009. The trend is significant during the whole period in the general population of Sweden for both males and females, whereas only significant among females in the study population (Fig. 1) . Nationwide screening activities; cervix smear tests introduced in 1960ies and mammography in 1980ies cannot explain the continuous increase and would also only influence the female incidence. Other possible factors explaining the increasing incidence include development of new diagnostic procedures for cancer, changes in autopsy frequency, demographic changes, urbanization, increased medical use of X-ray, life-style changes (i.e. UV-radiation exposure, more sedentary work, changed food habits and increased body weight) or in various other environmental exposures such as infectious agents, air and water pollution, increased production of and introduction of new chemicals. Cancer incidence was-during the study period-lower in the chosen nine counties compared to that of the general Swedish population. It is well-known that rural areas in Sweden have lower total incidence rates than urban areas (EpC 2012). The restriction in the present study to investigate the population of the northern part of Sweden-in an effort to avoid the influence from less well defined risk factors associated with an urban life-style and lower cesium exposure in south of Sweden-was therefore justified in order to avoid some potential confounding.
An exposure-response pattern of increased cancer incidence with higher deposition of 137 Cs could not be revealed in the present study. Since the reference category had the lowest incidence rates, both before and after the accident in 1986, the areas with the lowest incidence rates before the accident coincidentally had the lowest fallout, irrespectively of geographical level. This spurious association between the lowest deposition and low pre-Chernobyl incidence rates could cause confounding if an adjustment for baseline incidence is not performed. Differences in cancer screening programs and registration of cancer have been suggested in a Finnish study as partly explaining regional differences in cancer incidence after the Chernobyl nuclear power plant accident. Breast cancer, which is associated with radiation (BEIR VII 2006) and the most common malignancy among women (EpC 2012), was therefore omitted from their analysis because of a supposed registration bias due to assumed local differences in diagnostic procedures of mammography (Kurttio et al. 2013 ). The Swedish health care system is divided in 21 county councils with independent budgets and health care organizations with subsequent regional differences in health care systems together with differences in the number of doctors per capita. Therefore, geographical differences, existing pre-Chernobyl, might be necessary to adjust for in future studies. Another possibility could be to stratify the analyses by county, if the exposure contrast (regional differences in the activity of 137 Cs) and statistical power could be remained.
The present study, without a clear exposure-response trend, contrasts a previous study on the total cancer incidence in northern Sweden, where six exposure categories were used, having a greater exposure contrast, which might have rendered a higher sensitivity to identify a trend (Tondel et al. 2006) . Exposure categories in the present study were created in an attempt to classify the exposure into quintiles for analyses of exposure-response trends. Exposure categorization was based on the average deposition of 137 Cs in the counties, thereby setting the limitations for classifying the exposure on municipality and parish levels. We could use two counties in each exposure category, except the for the highest exposure category where only one county remained. As Västernorrland had the highest average county deposition of 137 Cs (28.4 kBq/m 2 ), this county constrained the upper category to 14 % of the study population for the parishes, and therefore reduced the exposure contrast for the parishes. Hence, there is a possibility of obfuscating an intra-categorical variation in exposure-response relationship for the parish classification. Yet, another consequence of having exposure categories based on the county averages is that the reference category for the parish level analyses became relatively large (one third of the population on the parish level) reducing the contrast of exposure even more. However, for the municipality level the categories of exposure almost remained in quintiles. In order to study a possible ecological bias fixed categories were used in the present study to allow comparison between all three geographical levels. There could have been an exposure misclassification due to the ecological design of the study using average exposure of 137 Cs in rather large geographic areas, from county, to municipality down to parish level. In the present study it seems that an increased resolution of the exposure map from county to parish level, measured by the sigma-u value increasing twofold to threefold in the regression models, could reduce exposure misclassification i.e. reducing the ecological bias. An improved exposure classification could be achieved by having dwelling coordinates for all individuals matched to the 137 Cs activity map. Another concern in exposure misclassification is that the exposure after 1986 is not considered, and thereby ignoring changes in cumulative exposure if people moved between areas during the follow-up period.
Another limitation of the present study is that only adjustment for age as a confounding factor was done in the analyses, because it was decided to stratify rather than adjust for gender. In contrast, the previous study (Tondel et al. 2006 ) only included people of ages 0-60 years at the time of the accident and might therefore have been more sensitive to see a relative increase in cancer incidence. Hence, stratifying for age groups would have been desirable in the present study. However, a sub-analysis of children aged 0-20 years in the present study did not reveal any tendency of exposure-response; neither did sub-analyses of the specific malignancies thyroid cancer and leukemia. Moreover, data in the present study was only adjusted for age, whereas Tondel et al. (2006) made adjustments for population density, lung cancer incidence, pre-Chernobyl cancer incidence and terrestrial gamma radiation. Therefore, an obvious exposure-response trend can theoretically be obscured by negative confounding of these or other unidentified confounding factors. On the other hand, the previously observed exposure-response trend could have been explained by remaining and unadjusted geographical confounding, only including 2 years pre-Chernobyl cancer rates. Note that the present study did not control for radon exposure as a potential confounding factor since there are no comprehensive data on the spatial distribution of radon exposure in Sweden. However, it is believed that this is of less importance for the incidence of total cancer because lung cancer only contributed 6 % of the total number of cancer cases, in the present study.
For the present register-based study one can only speculate how food and smoking habits, various socioeconomic factors and any population density factor could correlate with the fallout of 137 Cs. However, in a previous study, cancer was stratified into three categories (clearly, suspected and unrelated to smoking), which all had similar exposure-response patterns, indicating only a weak confounding effect from tobacco smoking (Tondel et al. 2004) .
In the present study a 137 Cs activity map from the year 1986 was used for the exposure assessment as a proxy for exposure to ionization radiation following the Chernobyl nuclear power plant accident. The small remaining fallout from the global nuclear weapons tests from the 1950ies and 1960ies was neglected as being low and uniformly distributed. A serious limitation could be that the fallout of 137 Cs did not reflect the total individual exposure because the contribution to the dose from the short-lived nuclides (such as, for example, 131 I, 133 I, and 134 Cs) that contributed to the exposure during the first years was ignored. Algorithms have been developed for the calculation of absorbed dose from the activity of 137 Cs on the ground. The maximum recorded 137 Cs activity in the study region (in a 200 meter grid cell), 165 kBq/m 2 in the municipality of Gävle, would-according to these algorithms-correspond to a received external absorbed dose of 3.6 mGy from 137 Cs during the first year, though assuming minimal shielding from building materials and seasonal snow cover (Finck 1992) .
But only considering the external dose from the ground would underestimate the total absorbed dose since a Counties (n = 9) Municipalities (n = 95) Parishes (n = 612) 1980-1985 1986-2009 1980-1985 1986-2009 1980-1985 1986-2009 Sigma-u standard deviation of residual within groups (county, municipality and parish, respectively) indicating the degree of variance significant contribution is also received from internal contamination from food. One way of calculating the internal dose could be using transfer factors based on whole body measurements of various population groups (Rääf et al. 2006 ). This could be especially important for families of reindeer herders, farmers, hunters and people with habits of high consumption of wild mushroom, berries and fresh water fish retrieved near their homes. The fact that-at the time of the Chernobyl nuclear power plant accident-Sweden still had dairies in each county probably has influenced the exposure and subsequent the cancer incidence on a county level. Therefore it might have obfuscated some parish effect on the cancer incidence because milk products were produced with milk from all over the county, rather than locally produced in the parishes. Though, the dose of ionization radiation from the Chernobyl fallout is on average relatively low compared to other sources of ionizing radiation such as medical use, terrestrial-and cosmic radiation in Sweden (UNSCEAR 2011; IARC 2012; Andersson et al. 2007 ), we consider the data quality in the present study sufficient to draw some conclusions about cancer incidence. The follow-up period in the present study, 24 years, might still be too short to demonstrate a potential increase of many solid cancers, because of potentially long latency periods and also because of an ongoing exposure of people living in contaminated areas. Due to the long physical half-life of 137 Cs of 30.2 years, 50 % of the activity is still remaining after 30 years. On the other hand, the study population is relatively large, 2.2 million individuals, which is the total population in about two thirds of the Swedish land area resulting in a fairly good statistical power to identify a small increased risk, if existent. The design of the present study is partly ecological with diagnoses of cancer at an individual level, but exposure at group level, from county to municipality and parish regarded as the smallest area. However, caution should be addressed when making conclusions about individual health risks when using a partial ecologic design with cross-level analysis, as in our case, since the design is particularly vulnerable to bias (Morgenstern 1998) . One strength of the present study is that the cancer diagnoses retrieved from the national cancer registry data are, by international comparison, of high quality (Barlow et al. 2009 ). The high resolution fallout maps (200 9 200 m grid, with almost 10 million measurement points) give a fairly high accuracy of 137 Cs deposition on a parish level, and include a relatively broad range in exposure from 2 to 85 kBq/m 2 . In order to increase the precision in future studies the exposure misclassification could be reduced by assessing both external and internal dose. The external dose could use more detailed mapping of both 137 Cs from the Chernobyl accident and terrestrial gamma radiation by using individual dwelling coordinates over time to have more precise absorbed dose assessments.
Conclusion
In conclusion, the present study, although using both high quality cancer registry data and high resolution exposure maps of 137 Cs deposition, cannot distinguish the effect of ionizing radiation on cancer incidence in Sweden after the Chernobyl nuclear power plant accident-if there is anyfrom the natural variation in cancer incidence or influence from other possible risk factors.
